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TI New hybrid protein useful for inhibiting mast cell 
degranulation and treating allergic reactions. 

AN 2000-072332 [06] WPIDS 

AB WO 9958571 A UPAB : 20000203 

NOVELTY - A protein which binds to, or is absorbed by, mast cells or 
basophils is combined with a known protease (which cleaves proteins of the 
secretory apparatus of such cells) in a hybrid protein which is useful for 



inhibiting mast cell degranulation and treating 
allergic reactions. 

DETAILED DESCRIPTION - INDEPENDENT CLAIMS are included for: (A) 
hybrid protein comprising: (a) a known protein which binds to (or is 
absorbed by) mast cells and/or basophils, in a known manner; and (b) a 
known protease which cleaves one or more proteins of the secretory 
apparatus of the mast cells or basophils. (B) hybrid protein comprising: 
(a) a protein which binds to (or is absorbed by) mast cells or basophils; 
and (b) a protease (especially a known protease) which cleaves one or more 
proteins of the secretory apparatus of the mast cells or basophils. 
Component (a) is selected from (i) IgE, (ii) IgE fragments (especially an 
IgE-Fc fragment) , (iii) antibodies against IgE receptors of mast cells 
and/or basophils, (iv) fragments of antibodies against IgE receptors of 
mast cells and/or basophils (especially an Fab fragment) , (v) antibodies 
against the mast cell -specif ic potassium channel, and 

(vi) inactive (though binding) MCD peptide. (C) hybrid protein comprising: 
(a) a protein (especially a known protein) which binds to (or is absorbed 
by) mast cells and/or basophils; and (b) a protease which cleaves one or 
more proteins of the secretion apparatus of the mast cells or basophils. 
The protease is selected from (i) the light chain of a Clostridum 
botulinum toxin (especially type A, B, CI, D, E, F or G) , (ii) the 
light chain of Tetanus toxin, (iii) catalytically active fragments of the 
light chains described in (i) or (ii) , (iv) IgA protease from Neisseria 
gonorrhea or (v) catalytic domains of IgA protease from Neisseria 
gonorrhea . 

ACTIVITY - Antiallergic. 

USE - The hybrid proteins inhibit mast cell 
degranulation, and may be used in treatment or prevention of allergic 
reactions . 
Dwg. 0/0 
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TI Therapeutic polypeptides, nucleic acids encoding same, and methods of 

use 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies that immunospecif ically bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the novel polypeptide, polynucleotide, or antibody specific to 
the polypeptide. Vectors, host cells, antibodies and recombinant methods 
for producing the polypeptides and polynucleotides, as well as methods 
for using same are also included. The invention further discloses 
therapeutic, diagnostic and research methods for diagnosis, treatment, 
and prevention of disorders involving any one of these novel human 
nucleic acids and proteins. 
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TI Human calcium dependent proteases, polynucleotides encoding the same, 

and uses thereof 

AB Novel human polynucleotide and polypeptide sequences are disclosed that 

can be used in therapeutic, diagnostic, and pharmacogenomic 
applications. 
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Segments of the human gene for telomerase reverse transcriptase 
The invention provides compositions and methods related to human 
telomerase reverse transcriptase (hTRT) , the catalytic protein subunit 
of human telomerase. The polynucleotides and polypeptides of the 
invention are useful for diagnosis, prognosis and treatment of human 
diseases, for changing the proliferative capacity of cells and 
organisms, and for identification and screening of compounds and 
treatments useful for treatment of diseases such as cancers. 
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TI Cells immortalized with telomerase reverse transcriptase for use in drug 

screening 

AB The invention provides compositions and methods related to human 

telomerase reverse transcriptase (hTRT) , the catalytic protein subunit 
of human telomerase. The polynucleotides and polypeptides of the 
invention are useful for diagnosis, prognosis and treatment of human 
diseases, for changing the proliferative capacity of cells and 
organisms, and for identification and screening of compounds and 
treatments useful for treatment of diseases such as cancers. 
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TI Promoter for telomerase reverse transcriptase 

AB The invention provides compositions and methods related to human 

telomerase reverse transcriptase (hTRT) , the catalytic protein subunit 
of human telomerase. The polynucleotides and polypeptides of the 
invention are useful for diagnosis, prognosis and treatment of humana 
diseases, for changing the proliferative capacity of cells and 
organisms, and for identification and screening of compounds and 
treatments useful for treatment of diseases such as cancers. 
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TI Ligands for FPR class receptors that induce a host immune response to a 

pathogen or inhibit HIV infection 

AB The present invention relates to the discovery of molecules that inhibit 

viral infection and promote a host immune response to a pathogen. More 
specifically, the invention disclosed herein concerns molecules that 
interact with a FPR class receptor, inhibit HIV infection, and stimulate 
an inflammatory response in a subject. Embodiments of the invention 
include biotechnological tools, prophylactics, therapeutics, and methods 
of use of the foregoing, for the study, treatment, and prevention of HIV 
infection and the induction of an inflammatory response in a subject. 
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Novel human proteins, polynucleotides encoding them and methods of using 
the same 

The invention provides polypeptides, designated herein as POLYX 
polypeptides, as well as polynucleotides encoding POLYX polypeptides, 
and antibodies that immunospecif ically-bind to POLYX polypeptide or 
polynucleotide, or derivatives, variants, mutants, or fragments thereof. 
The invention additionally provides methods in which the POLYX 
polypeptide, polynucleotide, and antibody are used in the 
detection, prevention, and treatment of a broad range of pathological 
states. 
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Diagnostic kit for detecting immunogenic response and method of 
screening 

The present invention relates to a kit for predicting binding of 
specific antibodies to potential immunogens . The kit comprises antigenic 
peptide sequences having less than 2 6 amino acids, said antigenic 
peptide sequences being capable of binding antibodies specific for 
structural epitopes contained on potential immunogens. The antigenic 
peptide sequences are immobilized on a solid support. 
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Human telomerase catalytic subunit: diagnostic and therapeutic methods 
The present invention is directed to cells comprising a recombinant 
polynucleotide sequence that encodes a telomerase reverse transcriptase 
protein, variant, or fragment having telomerase catalytic activity when 
complexed with a telomerase RNA. 
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TI Human telomerase catalytic subunit: diagnostic and therapeutic methods 

AB The present invention is directed to pharmaceutical compositions 

comprising a telomerase reverse transcriptase polypeptide or a 
polypeptide homologous to a telomerase reverse transcriptase. The 
present invention is also directed to pharmaceutical compositions 
comprising a polynucleotide encoding either of the aforesaid 
polypeptides. The present invention is further directed to methods for 
eliciting an immune response to telomerase reverse transcriptase in a 
subject. 
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TI Mouse cytokine receptor 

AB Cytokines and their receptors have proven usefulness in both basic 

research, animal models, and as therapeutics. The present invention 
provides a new cytokine receptor designated as "mouse Zcytorl6, M which 
can bind and antagonize the IL-TIF cytokine. 
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TI Recombinant hybrid allergen constructs with reduced allergenicity that 

retain immunogenicity of the natural allergen 

AB Disclosed are recombinant hybrid proteins having at least one antigenic 

peptide sequence introduced into a scaffold protein that retain a native 
conformation. Also disclosed are recombinant nucleic acids and vectors 
encoding the hybrid proteins. The hybrid proteins retain immunogenicity 
but exhibit reduced allergenicity. The hybrid proteins are therefore 
particularly useful for therapeutic treatment of allergy. 
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Polynucleotides encoding human eosinophil -derived basic protein 
The present invention provides a human eosinophil -derived basic protein 
(EBPH) and polynucleotides which identify and encode EBPH. The invention 
also provides genetically engineered expression vectors and host cells 
comprising the nucleic acid sequences encoding EBPH and a method for 
producing EBPH. The invention also provides for use of EBPH and 
agonists, antibodies or antagonists specifically binding EBPH, in the 
prevention and treatment of diseases associated with expression of EBPH. 
Additionally, the invention provides for the use of antisense molecules 
to polynucleotides encoding EBPH for the treatment of diseases 
associated with the expression of EBPH. The invention also provides 
diagnostic assays which utilize the polynucleotide, or fragments or the 
complement thereof, and antibodies specifically binding EBPH. 
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Human telomerase catalytic subunit: diagnostic and therapeutic methods 
The invention provides compositions and methods related to human 
telomerase reverse transcriptase (hTRT) , the catalytic protein subunit 
of human telomerase. The polynucleotides and polypeptides of the 
invention are useful for diagnosis, prognosis, and treatment of human 
diseases, for changing the proliferative capacity of cells and 
organisms, and for identification and screening of compounds and 
treatments useful for treatment of diseases such as cancers. 
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Compositions and methods for diagnosing and treating conditions, 
disorders, or diseases involving cell death 

The present invention relates to compositions and methods for the 
treatment and diagnosis of conditions, disorders, or diseases involving 
cell death. The invention encompasses protective nucleic acids which, 
when introduced into a cell predisposed to undergo cell death or in the 
process of undergoing cell death, prevent, delay, or rescue the cell 
from death relative to a corresponding cell into which no exogenous 
nucleic acids have been introduced. The invention encompasses nucleic 
acids of the protective sequence, host cell expression systems of the 
protective sequence, and hosts that have been transformed by these 
expression systems, including transgenic animals. The invention also 
encompasses novel protective sequence products, including proteins, 
polypeptides and peptides containing amino acid sequences of the 
proteins, fusion proteins of proteins, polypeptides and peptides, and 
antibodies directed against such gene products. The invention further 
relates to target sequences, including upstream and downstream 
regulatory sequences or complete gene sequences, antibodies, antisense 
molecules or sequences, ribozyme molecules, and other inhibitors or 
modulators directed against such protective sequences, protective 
sequence products, genes, gene products, and/or their regulatory 
elements involved in cell death. The present invention also relates to 
methods and compositions for the diagnosis and treatment of conditions, 



disorders, or diseases, involving cell death, including, but not limited 
to, treatment of the types of conditions, disorders, or diseases, which 
can be prevented, delayed or rescued from cell death and include, but 
are not limited to, those associated with the central nervous system, 
including neurological and psychiatric conditions, disorders, or 
diseases, and those of the peripheral nervous system. Further, the 
invention relates to methods of using the protective sequence, 
protective sequence products, and/or their regulatory elements for the 
identification of compounds that modulate the expression of the 
protective sequence and/or the activity of the protective sequence 
product. Such compounds can be useful as therapeutic agents in the 
treatment of various conditions, disorders, or diseases involving cell 
death . 
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TI Human cytokine receptor 

AB Cytokines and their receptors have proven usefulness in both basic 

research and as therapeutics. The present invention provides a new human 
cytokine receptor designated as "Zcytorl6." 
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TI Compositions and methods for diagnosing and treating conditions, 

disorders, or diseases involving cell death 

AB The present invention relates to compositions and methods for the 

treatment and diagnosis of conditions, disorders, or diseases involving 
cell death. The invention encompasses protective nucleic acids which, 
when introduced into a cell predisposed to undergo cell death or in the 
process of undergoing cell death, prevent, delay, or rescue the cell 
from death relative to a corresponding cell into which no exogenous 
nucleic acids have been introduced. The invention encompasses nucleic 
acids of the protective sequence, host cell expression systems of the 
protective sequence, and hosts that have been transformed by these 
expression systems, including transgenic animals. The invention also 
encompasses novel protective sequence products, including proteins, 
polypeptides and peptides containing amino acid sequences of the 
proteins, fusion proteins of proteins, polypeptides and peptides, and 
antibodies directed against such gene products. The invention further 
relates to target sequences, including upstream and downstream 
regulatory sequences or complete gene sequences, antibodies, antisense 
molecules or sequences, ribozyme molecules, and other inhibitors or 
modulators directed against such protective sequences, protective 
sequence products, genes, gene products, and/or their regulatory 
elements involved in cell death. The present invention also relates to 
methods and compositions for the diagnosis and treatment of conditions, 
disorders, or diseases, involving cell death, including, but not limited 
to, treatment of the types of conditions, disorders, or diseases, which 
can be prevented, delayed or rescued from cell death and include, but 
are not limited to, those associated with the central nervous system, 
including neurological and psychiatric conditions, disorders, or 
diseases, and those of the peripheral nervous system. Further, the 
invention relates to methods of using the protective sequence, 
protective sequence products, and/or their regulatory elements for the 
identification of compounds that modulate the expression of the 
protective sequence and/or the activity of the protective sequence 
product. Such compounds can be useful as therapeutic agents in the 
treatment of various conditions, disorders, or diseases involving cell 
death . 
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Monoclonal antibody antagonists to IL-3 

Anti IL-3 Receptor alpha chain monoclonal antibody (MoAb) is 
the product of a hybridoma cell line designated 7G3 . The MoAb acts as an 
antagonist to IL-3 in vitro activity. The MoAb binds to the N terminal 
domain of the IL-3 receptor alpha chain and does so competitively with 
IL-3 which indicates that this is, at least in part, involved in IL-3 
binding. Treatment with the MoAb or fragment thereof, whether 
recombinant or otherwise, may be suitable for the treatment of one or 
more of the following conditions: myeloid leukemias, lymphomas such as 
follicular B cell lymphoma, or the alleviation of allergies. 
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Telomerase catalytic subunit 

The invention provides compositions and methods related to telomerase 
reverse transcriptase, the catalytic protein subunit of human 
telomerase. The polynucleotides and polypeptides of the invention are 
useful for diagnosis, prognosis and treatment of human diseases, for 
changing the proliferative capacity of cells and organisms, and for 
identification and screening of compounds and treatments useful for 



treatment of diseases such as cancers 
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Human eosinophil -derived basic protein 

The present invention provides a human eosinophil -derived basic protein 
(EBPH) and polynucleotides which identify and encode EBPH. The invention 
also provides genetically engineered expression vectors and host cells 
comprising the nucleic acid sequences encoding EBPH and a method for 
producing EBPH. The invention also provides for use of EBPH and 
agonists, antibodies or antagonists specifically binding EBPH, in the 
prevention and treatment of diseases associated with expression of EBPH. 
Additionally, the invention provides for the use of antisense molecules 
to polynucleotides encoding EBPH for the treatment of diseases 
associated with the expression of EBPH. The invention also provides 
diagnostic assays which utilize the polynucleotide, or fragments or the 
complement thereof, and antibodies specifically binding EBPH. 
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TI Human eosinophil -derived basic protein 

AB The present invention provides a human eosinophil -derived basic protein 
(EBPH) and polynucleotides which identify and encode EBPH. The invention 
also provides genetically engineered expression vectors and host cells 
comprising the nucleic acid sequences encoding EBPH and a method for 
producing EBPH. The invention also provides for use of EBPH and 
agonists, antibodies or antagonists specifically binding EBPH, in the 
prevention and treatment of diseases associated with expression of EBPH. 
Additionally, the invention provides for the use of antisense molecules 
to polynucleotides encoding EBPH for the treatment of diseases 
associated with the expression of EBPH. The invention also provides 
diagnostic assays which utilize the polynucleotide, or fragments or the 
complement thereof, and antibodies specifically binding EBPH. 
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L2 0 ANSWER 1 OF 2 0 MEDLINE on STN 

TI The promotion of eosinophil degranulation and adhesion to 

conjunctival epithelial cells by IgE-activated conjunctival mast cells. 
AB BACKGROUND: Allergen-mediated mast cell activation is 

a key feature of ocular allergic diseases. Evidence of eosinophil -derived 

mediators in tears and conjunctival biopsy specimens has been associated 

with chronic ocular allergic inflammation. OBJECTIVE: To examine the role 

of conjunctival mast cell mediators in eosinophil 

adhesion to conjunctival epithelial cells and eosinophil 

degranulation. METHODS: Conjunctival cells were obtained by 

enzymatic digestion of cadaveric conjunctival tissues. Eosinophils were 

obtained from peripheral blood samples using negative magnetic bead 

selection. The effect of IgE-activated mast cell 

supernates on eosinophil degranulation and adherence to 

epithelial cells was compared with supernates obtained from mast cells 

pretreated with a degranulation inhibitor (olopatadine) . 

Eosinophil adhesion was measured by eosinophil peroxidase assay, and 

eosinophil degranulation was measured by eosinophil -derived 

neurotoxin radioimmunoassay. RESULTS: IgE-activated conjunctival 

mast cell supernates stimulated adhesion of eosinophils 

to epithelial cells (20.4% +/- 6.3% vs 3.1% +/- 1.0%; P = .048). 

Degranulation was not required for this process (no effect of 

olopatadine) . IgE-activated mast cell supernates 

stimulated eosinophil -derived neurotoxin release (108.89 +/- 

8.27 ng/10 (6) cells vs 79.45 +/- 5.21 ng/10 (6) cells for controls, P = 

.02), which was significantly inhibited by pretreatment of mast cells with 

a degranulation inhibitor (79.22 +/- 4.33 ng/l0(6) cells vs 

61.09 +/- 5.39 ng/10 (6) cells for olopatadine pretreated and untreated, 

respectively, P = .02). CONCLUSIONS: Mediators released from conjunctival 

mast cells promote eosinophil adhesion to conjunctival epithelial cells 

and eosinophil degranulation. Degranulation 

inhibition studies suggest that different mast 

cell mediators are involved in regulation of these events. 
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TI Soluble NSF attachment protein receptors ( SNARE s) in RBL-2H3 mast cells: 
functional role of syntaxin 4 in exocytosis and identification of a 
vesicle-associated membrane protein 8 -containing secretory compartment. 

AB Mast cells upon stimulation through high affinity IgE receptors massively 
release inflammatory mediators by the fusion of specialized secretory 
granules (related to lysosomes) with the plasma membrane. Using the 
RBL-2H3 rat mast cell line, we investigated whether 

granule secretion involves components of the soluble N-ethylmaleimide- 
sensitive factor attachment protein receptor (SNARE) machinery. Several 
isoforms of each family of SNARE proteins were expressed. Among those, 
synaptosome-associated protein of 23 kDa (SNAP23) was central in SNARE 
complex formation. Within the syntaxin family, syntaxin 4 interacted with 
SNAP23 and all vesicle-associated membrane proteins (VAMPs) examined, 
except tetanus neurotoxin insensitive VAMP (TI-VAMP) . 

Overexpression of syntaxin 4, but not of syntaxin 2 nor syntaxin 3, caused 

inhibition of FcepsilonRI- dependent exocytosis. Four VAMP 

proteins, i.e., VAMP2 , cellubrevin, TI-VAMP, and VAMP8, were present on 

intracellular membrane structures, with VAMP 8 residing mainly on 

mediator-containing secretory granules. We suggest that syntaxin 4, 

SNAP 2 3 , and VAMP 8 may be involved in regulation of mast 

cell exocytosis. Furthermore, these results are the first 

demonstration that the nonneuronal VAMP 8 isoform, originally localized on 

early endosomes, is present in a regulated secretory compartment. 
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TI Sphingolipid derivatives and their methods of use 

AB Derivatives of sphingolipids of the formula: ##STR1## 

are provided wherein the substituents are as defined in the 
specification and wherein there is at least one R.sup.2 substituent in 
the sphingolipid derivative. The compounds are useful in the treatment 
of of abnormal cell proliferation, including benign and malignant 
tumors, the promotion of cell differentiation, the induction of 
apoptosis, the inhibition of protein kinase C, and the 
treatment of inflammatory conditions, psoriasis, inflammatory bowel 
disease as well as proliferation of smooth muscle cells in the course of 
development of plaques in vascular tissue. The invention also includes a 
method for triggering the release of cytochrome c from mitochondria that 



includes administering an effective amount of a sphingolipid or its 
derivative or prodrug to a host in need thereof. Further, the invention 
provides a method for treating bacterial infections, including those 
that influence colon cancer and other disorders of the intestine, that 
includes administering an effective amount of one of the active 
compounds identified herein. 
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TI Proteins and nucleic acids encoding same 

AB Disclosed herein are nucleic acid sequences that encode novel 

polypeptides. Also disclosed are polypeptides encoded by these nucleic 
acid sequences, and antibodies, which immunospecif ically-bind to the 
polypeptide, as well as derivatives, variants, mutants, or fragments of 
the aforementioned polypeptide, polynucleotide, or antibody. The 
invention further discloses therapeutic, diagnostic and research methods 
for diagnosis, treatment, and prevention of disorders involving any one 
of these novel human nucleic acids and proteins. 
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TI Immune modulatory activity of human ribonucleases 

AB Human extracellular ribonucleases (RNases) are widely distributed in 

various organs and body fluids and together with other members of the 
mammalian RNase A superfamily. In addition to their RNase activity, 
several RNases have been shown to have special biological actions, i.e., 
antitumor, antiviral and angiogenic properties. However, the molecular 
mechanisms of such activities are unclear. Using protein microarrays 
amplified rolling circle amplification (RCA) , we investigated the 
effects of EDN (Rnase 2), ECP (Rnase 3) and RNase 1 on leukocytes 
cytokine production. We measured the levels of 78 different cytokines 
and growth factors in culture supernatants to determine the cytokine 
profiles of cells treated with different combinations of RNases and 
RNase inhibitors. Members of human ribonuclease family (such as Rnase 1, 
hEDN (Rnase 2) and Rnase 3) induced expression of certain sets of 
cytokines in human leukocytes, including ENA-78, E0T2 , BLC, GDNF, 13 09, 
IFN-a, IFN-y, IL-10, IL-12P40, IL-12p70, IL-13, IL-16, 
IL-18, IL-ip, IL-lra, IL-2Sra, IL-3, IL-6, IL-6SR, IL-7, IL-8, 
IP-10, MCP-1, MCP-2, MCP-3, MCSF, MIG, MDC, MlP-la, MIP-ip, 
MPIF-1, NAP-2, RANTES, SCD23, OSM, TARC, TNF-a, TNF-R1 and uPAR. 
Thus members of the Rnase superfamily are therapeutic targets for 
treatment of inflammatory diseases and clinical conditions. 
Inhibition or augmentation of Rnase expression is used to 
modulate the immune system and is beneficial for host defense against 
various diseases and is exploited as an adjuvant. The expression of 
Rnases is a diagnostic marker for inflammation related conditions and is 
used to determine various disease stages. In addition, expression of 
cytokines, chemokines, growth factors is used to monitor efficacy of 
Rnase -base therapies. 
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ANSWER 6 OF 2 0 USPATFULL on STN 
Tumor necrosis factor receptor 2 

The present disclosure describes the use of genetic variance information 
for genes involved in inflammatory or immunologic disease, disorder, or 
dysfunction. The variance information is indicative of the expected 
response of a patient to a method of treatment. Methods of determining 
relevant variance information and additional methods of using such 
variance information are also described. 
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TI Sphingolipid derivatives and their methods of use 

AB Derivatives of sphingolipids of the formula: ##STR1## 

are provided wherein the substituents are as defined in the 
specification and wherein there is at least one R.sup.2 substituent in 
the sphingolipid derivative. The compounds are useful in the treatment 
of of abnormal cell proliferation, including benign and malignant 
tumors, the promotion of cell differentiation, the induction of 
apoptosis, the inhibition of protein kinase C, and the 
treatment of inflammatory conditions, psoriasis, inflammatory bowel 
disease as well as proliferation of smooth muscle cells in the course of 
development of plaques in vascular tissue. The invention also includes a 
method for triggering the release of cytochrome c from mitochondria that 
includes administering an effective amount of a sphingolipid or its 
derivative or prodrug to a host in need thereof. Further, the invention 
provides a method for treating bacterial infections, including those 
that influence colon cancer and other disorders of the intestine, that 
includes administering an effective amount of one of the active 
compounds identified herein. 

CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



ACCESSION NUMBER: 
TITLE: 

INVENTOR (S) : 



PATENT ASSIGNEE (S) 



2003 : 228401 USPATFULL 

Sphingolipid derivatives and their methods of use 
Liotta, Dennis C, McDonough, GA, United States 
Merrill, Jr., Alfred H., Stone Mountain, GA, United 
States 

Keane, Thomas E., Dunwoody, GA, United States 
Bhalla, Kapil N. , Atlanta, GA, United States 
Schmelz, Eva M, Atlanta, GA, United States (4) 
Emory University, Atlanta, GA, United States (U.S. 
corporation) 



PATENT INFORMATION: 
APPLICATION INFO.: 



NUMBER 



US 6610835 

US 1999-249211 



KIND 



DATE 



Bl 20030826 

19990212 (9) 



NUMBER 



DATE 



PRIORITY INFORMATION: 
DOCUMENT TYPE: 
FILE SEGMENT: 
PRIMARY EXAMINER: 
ASSISTANT EXAMINER: 
LEGAL REPRESENTATIVE: 
NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 1998-74536P 19980212 (60) 

Utility 

GRANTED 

Wilson, James O. 
Maier, Leigh C. 

King & Spalding LLP, Knowles, Sherry M. 

42 

1 

18 Drawing Figure (s); 16 Drawing Page(s) 
4123 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 



L20 

TI 

AB 



ANSWER 8 OF 2 0 USPATFULL on STN 

Regulation of human sphingosine kinase-like protein 

Reagents which regulate human sphingosine kinase-like protein activity 
and reagents which bind to human sphingosine kinase-like gene products 
can be used to regulate intracellular signaling and consequently cell 
proliferation and apoptosis. Such regulation is particularly useful for 



treating cancer, allergies including but not limited to asthma, 
autoimmune diseases such as rheumatoid arthritis, and central and 
peripheral nervous system disorders, such as Parkinson's disease. 
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Human cDNAs and proteins and uses thereof 

The invention concerns GENSET polynucleotides and polypeptides. Such 
GENSET products may be used as reagents in forensic analyses, as 
chromosome markers, as tissue/cell/organelle-specif ic markers, in the 
production of expression vectors. In addition, they may be used in 
screening and diagnosis assays for abnormal GENSET expression and/or 
biological activity and for screening compounds that may be used in the 
treatment of GENSET-related disorders. 
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TI Isolated polypeptides and compositions from the venom of P. 

transvaalicus and methods of use 

AB The invention provides isolated polypeptides from the venom of the 

scorpion P. transvaalicus. The invention also provides novel scorpion 
antivenom compositions derived from such polypeptides, as well as 
methods for isolating the polypeptides and preparing scorpion antivenom 
compositions. The isolated polypeptides can be used to produce 
pharmaceutical compositions useful for treating diseases and conditions 
associated with ion channel function or kinin activity. 
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Composition comprising soy protein, dietary fibers and a phytoestrogen 
compound and use thereof in the prevention and/or treatment of various 
diseases 



A composition comprising (a) soy protein, (b) a phytoestrogen compound, 
and (c) dietary fibres is provided. The soy protein (a) is present in a 
amount of at least 45 weight percent of the total protein content o: 
composition, said total protein content providing at least 15 percei 



an 
>f the 
percent of 

the total energy content of the composition. The phytoestrogen compound 
(b) is preferably a naturally occurring isoflavone and is present in an 
amount of more than 0.10 weight percent of the soy protein, and the 
dietary fibres (c) are preferably soybean fibres and are present in an 
amount of more than 6 weight percent of the total weight of the 
nutritional composition on a dry basis. The composition is useful for 
treating various diseases. Alternatively, the phytoestrogen is more than 
0.55 weight percent of the soy protein and the dietary fibers are more 
than 4 weight percent of the total weight. 
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TI Hybrid protein for inhibiting the degranulation of mastocytes 

and the use thereof 

AB A hybrid protein contains a protein that binds to a receptor of 

mastocytes and basophils and is endocyted by them. The protein can be 
IgE; IgE fragment; IgE Fc fragment; antibody against IgE receptor of 
mastocytes and basophils; fragment of the antibody against the IgE 
receptor of mastocytes and basophils; antibody against mastocyte 
specific potassium channel; and mast cell 

degranulating peptide. The hybrid protein also contains a protease 
cleaving proteins of the secretion process of the mastocytes and 
basophils so as to inhibit the secretion process without killing the 
mastocytes and basophils. The protease can be light chain Clostridium 
botulinum toxin; proteolytically active fragment of the light chain of a 
Clostridium botulinum toxin containing an amino acid sequence 
His-Xaa-Xaa-Xaa-His-Xaa-Xaa-His wherein Xaa is an amino acid; light 
chain of the tetanus toxin; proteolytically active fragment of the light 
chain of the tetanus toxin containing His-Asp-Leu-Ile-His-Val-Leu-His ; 
IgA protease of Neisseria gonorrhoeae; and proteolytic domain of the IgA 
protease of Neisseria gonorrhoeae. 
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Cytotoxin (non-neurotoxin) for the treatment of human headache 
disorders and inflammatory diseases 

Pharmaceutical applications of a chemodenervating agent reduce pain by 
altering release of pain- and inflammation-mediating autocoids, with a 
duration of action between 12-24 weeks . The limiting factor in dosing 
for this application is weakness and paralysis created by higher doses 
of the chemodenervating pharmaceutical mediated by action of the 
neurotoxin component of this chemodenervating pharmaceutical. 
The invention described herein represents a novel mechanism and 
pharmaceutical formulation which eliminates the neurotoxin 
component of the chemodenervating pharmaceutical, while retaining the 
cytotoxin component which provides an essential bioeffect for the relief 
of pain and inflammation. The invention allows for improvement in 
administering the pharmaceutical agent for the reduction of pain and/or 
inflammation without causing muscular weakness and paralysis. 
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ACCESSION NUMBER: 
TITLE : 

INVENTOR (S) : 



2002 : 329485 USPATFULL 

Cytotoxin (non-neurotoxin) for the treatment 

of human headache disorders and inflammatory diseases 

Borodic, Gary E. , Canton, MA, UNITED STATES 



NUMBER 



KIND 



DATE 



PATENT INFORMATION: 
APPLICATION INFO.: 
RELATED APPLN . INFO . : 

DOCUMENT TYPE: 

FILE SEGMENT: 

LEGAL REPRESENTATIVE: 

NUMBER OF CLAIMS: 
EXEMPLARY CLAIM: 
NUMBER OF DRAWINGS: 
LINE COUNT: 



US 2002187164 Al 20021212 

US 2002-212657 Al 20020805 (10) 

Continuation of Ser. No. US 1999-458784, filed on 10 

Dec 1999, GRANTED, Pat. No. US 6429189 

Utility 

APPLICATION 

Michael N. Nitabach, Milbank, Tweed, Hadley 
LLP, 1 Chase Manhattan Plaza, New York, NY, 
26 
1 

8 Drawing Page(s) 
576 



& McCloy 
10005 



CAS INDEXING IS AVAILABLE FOR THIS PATENT. 
L2 0 ANSWER 14 OF 2 0 USPATFULL on STN 

TI Cytotoxin (non-neurotoxin) for the treatment of human headache 

disorders and inflammatory diseases 

AB Pharmaceutical applications of a chemodenervating agent reduce pain by 

altering release of pain and inflammation-mediating autocoids, with a 
duration of action between 12-24 weeks. The limiting factor in dosing 



for this application is weakness and paralysis created by higher doses 
of the chemodenervating pharmaceutical. This weakness and paralysis is 
mediated by action of the neurotoxin component of the 
chemodenervating pharmaceutical. The invention described herein 
represents a novel mechanism and pharmaceutical formulation which 
eliminates the neurotoxin component of the chemodenervating 
pharmaceutical, while retaining the cytotoxin component which provides 
an essential bioeffect for the relief of pain and inflammation. The 
invention allows for improvement in administering the pharmaceutical 
agent for the reduction of pain and/or inflammation without causing 
muscular weakness and paralysis. 
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TI IL-5 targeted ribozymes 

AB Enzymatic RNA molecules which cleave IL-5 mRNA. 
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Hydroxyamines N-acyl derivatives having scavenger activity and useful in 
acute and chronic pathologies associated with peroxidation and 
inflammation phenomena 

Hydroxyamines N-acyl derivatives with benzochroman or 
2 , 3-dihydrobenzofuran carboxy acids and relative pharmaceutical 
composition for the therapeutic treatment of those CNS, vascular, 
cardiovascular, dermatologic and ophthalmic pathologies wherein it is 
important to associate an inflammatory modulation effect to an 
antioxidant activity. 
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The promotion of eosinophil degranulation and adhesion to 

conjunctival epithelial cells by IgE-activated conjunctival mast cells. 

Background: Allergen-mediated mast cell activation is 

a key feature of ocular allergic diseases. Evidence of eosinophil -derived 

mediators in tears and conjunctival biopsy specimens has been associated 

with chronic ocular allergic inflammation. Objective: To examine the role 

of conjunctival mast cell mediators in eosinophil 

adhesion to conjunctival epithelial cells and eosinophil 

degranulation. Methods: Conjunctival cells were obtained by 

enzymatic digestion of cadaveric conjunctival tissues. Eosinophils were 

obtained from peripheral blood samples using negative magnetic bead 

selection. The effect of IgE-activated mast cell 

supernates on eosinophil degranulation and adherence to 

epithelial cells was compared with supernates obtained from mast cells 

pretreated with a degranulation inhibitor (olopatadine) . 

Eosinophil adhesion was measured by eosinophil peroxidase assay, and 

eosinophil degranulation was measured by eosinophil -derived 

neurotoxin radioimmunoassay. Results: IgE-activated conjunctival 

mast cell supernates stimulated adhesion of eosinophils 

to epithelial cells (20.4% ± 6.3% vs 3.1% ± 1.0%; P = .048). 

Degranulation was not required for this process (no effect of 

olopatadine) . IgE-activated mast cell supernates 



stimulated eosinophil -derived neurotoxin release (108.89 ± 
8.27 ng/10(6) cells vs 79.45 ± 5.21 ng/10(6) cells for controls, P = 
.02), which was significantly inhibited by pretreatment of mast cells with 
a degranulation inhibitor (79.22 ±4.33 ng/l0(6) cells vs 
61.09 ± 5.39 ng/l0(6) cells for olopatadine pretreated and untreated, 
respectively, P = .02). Conclusions: Mediators released from conjunctival 
mast cells promote eosinophil adhesion to conjunctival epithelial cells 
and eosinophil degranulation. Degranulation 
inhibition studies suggest that different mast 
cell mediators are involved in regulation of these events. 
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TI Eosinophil granule proteins inhibit substance P-induced histamine release 
from human skin mast cells. 

AB We have investigated the activity of the four principal cationic proteins 
of the eosinophil granules, major basic protein (MBP) , eosinophil 
peroxidase (EPO) , eosinophil-derived neurotoxin, and eosinophil 
cationic protein on histamine release from human skin mast cells. These 
four cationic proteins, over the concentration range of 10 to 2 00 
ug/ml, did not induce significant histamine release, nor did they prime 
anti-IgE- induced histamine release from human skin mast cells 
significantly. However, a brief incubation (15 minutes) of two of the four 
principal eosinophil granule proteins, MBP and EPO, at concentrations of 
50 to 200 ug/ml, caused a significant concentration- related 
inhibition of histamine release induced by 30 umol/L substance 
P. The concentrations producing 50% inhibition for MBP and EPO 
on substance P- induced histamine release were 30 ug/ml and 100 
ug/ml, respectively. This inhibitory effect appears to be a direct 
effect of these proteins on skin mast cells because purified (78% to 85%) 
skin mast cells displayed a similar response to MBP and EPO (n = 4) . Also, 
when skin mast cells were incubated with 100 ug/ml MBP and EPO for 15 
minutes and washed twice before activation by substance P, the inhibitory 
effect was not altered. These two proteins also inhibited histamine 
release induced by 10 ug/ml compound 48/80. These results suggest that 
MBP and EPO affect the same binding site(s) on skin mast cells as those of 
substance P. 
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Intestinal permeability in allergic rats: Nerve involvement in antigen- 
induced changes . 

In vivo uptake of the probe 51Cr-labeled EDTA from the jejunum of egg 
albumin (EA) -sensitized rats was compared with controls at baseline and 
after intraluminal antigen challenge. Probe recovery in blood was 60-80% 
greater in sensitized animals during the baseline period, suggesting that 
sensitization resulted in increased intestinal permeability. Sensitized, 
but not control, rats demonstrated a 15 -fold increase in 51Cr-EDTA uptake 
after intraluminal antigen; no change occurred with an unrelated protein. 
Macromolecular recovery was also enhanced in sensitized animals, since 
serum levels of immunoreactive EA were elevated 14 -fold compared with 
controls. Antigen challenge was accompanied by biochemical (protease 
release) and morphological (reduced numbers) evidence of mast 
cell degranulation in sensitized rats. The 

neurotoxin tetrodotoxin (applied directly to ligated jejunal 
segments) inhibited EA-induced uptake of 51Cr-EDTA and antigen. In 
isolated jejunum from sensitized rats, tetrodotoxin reduced secretory 
responses to luminal, but not serosal, antigen. These results indicate 
that neural factors may influence the uptake of molecules from the gut 
lumen during intestinal anaphylaxis. 
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TI Soluble NSF attachment protein receptors (SNAREs) in RBL-2H3 mast cells: 
functional role of syntaxin 4 in exocytosis and identification of a 
vesicle-associated membrane protein 8-containing secretory compartment 

AB Mast cells upon stimulation through high affinity IgE receptors massively 
release inflammatory mediators by the fusion of specialized secretory 
granules (related to lysosomes) with the plasma membrane. Using the 
RBL-2H3 rat mast cell line, the authors investigated 
whether granule secretion involves components of the soluble 
N-ethylmaleimide-sensitive factor attachment protein receptor (SNARE) 
machinery. Several isoforms of each family of SNARE proteins were 
expressed. Among those, synaptosome -associated protein of 23 kDa (SNAP23) 
was central in SNARE complex formation. Within the syntaxin family 



ACCESSION NUMBER: 
DOCUMENT NUMBER: 
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syntaxin 4 interacted with SNAP23 and all vesicle-associated membrane 
proteins (VAMPs) examined, except tetanus neurotoxin insensitive 
VAMP (TI-VAMP). Overexpression of syntaxin 4, but not of syntaxin 2 nor 
syntaxin 3, caused inhibition of FceRI - dependent 

exocytosis. Four VAMP proteins, i.e., VAMP 2 , cellubrevin, TI-VAMP, and 
VAMP8, were present on intracellular membrane structures, with VAMP 8 
residing mainly on mediator-containing secretory granules. The authors 
suggest that syntaxin 4, SNAP23, and VAMP 8 may be involved in regulation 
of mast cell exocytosis. Furthermore, these results 

are the first demonstration that the nonneuronal VAMP 8 isoform, originally 
localized on early endosomes, is present in a regulated secretory 
compartment . 
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